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DETAILED ACTION 

1 . The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office Action. 

2. Clams 1, 3-4, 6-7, 10-13 and 15-20 are presently pending. 

Response to Arguments 
Claim Rejections - 35 USC § 103 

3. Claims 1, 3-4, 6-7, 10-13 and 15-20 remain rejected under 35 U.S.C. 103(a) as 
being unpatentable over Wolff (WO200075164 A1), in view of Mathiowitz et al. (US 
6248720) and Haines et al. (US6479464). 

4. Applicant's arguments filed 10/14/2009 have been fully considered but they are 
not persuasive. Applicants traversed the instant rejection on the grounds that the Wolff 
et al. reference teaches away from covalent attachment of nucleic acid to a polyamine, 
and further that the Wolff et al. reference does not teach the reversible modification of 
the polyamine. 

Contrary to Applicant's assertions, page 25-26 of Wolff et al. clearly specifies 
compounds of the formula A-B-C, wherein A is a biologically active compound, such as 
a nucleic acid, B is a labile linkage that contains a pH-labile bond, and C is a compound 

that modifies the activity, function, delivery, transport, and sub-cellular targeting of 

the biologically active compound. Moreover, page 36, lines 25-33, defines "a labile 
linkage as a chemical compound that contains a labile bond." Furthermore, the 
reference teaches that "[a] labile bond is a covalent bond that is capable of being 
selectively broken. That is, the labile bond may be broken in the presence of other 
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covalent bonds without the breakage of other covalent bonds." Furthermore, page 32 of 
this reference describes transfection reagents that mediate entry of 
oligonucleotides/polynucleotides into cells, this reference includes polyamines, and 
peptides such as membrane active compounds such as mellitin described on page 38. 
Additionally, page 59, lines 10-14, teach the following examples of membrane active 
peptides modified via labile linkage with a compound that inhibits the membrane activity 
of the peptide: 

10 Preferred embodiments include 2,3-dim«&yliri.aIe3mk-meilitiQ, 2-propioiac*3» 

mfi&ylmateanuc mefifik, 2-|>fepiotiic-3-methy1maleamic KL3. and 2,3-dimefcylmaieamic- 
melidki.. which are membrane inactive compounds that become membrane active under 
acidic conditions, 

5. Applicant's did not address the combined teachings of the cited references, and 
has only addressed the teachings of the Wolff et al. reference. In response to 
applicant's arguments against the references individually, one cannot show 
nonobviousness by attacking references individually where the rejections are based on 
combinations of references. See In re Keller, 642 F.2d413, 208 USPQ 871 (CCPA 
1981); In re Merck & Co., 800 F.2d 1091, 231 USPQ 375 (Fed. Cir. 1986). 

6. Applicants have not provided sufficient evidence to support their assertions that 
the combined teachings of the cited reference would not have rendered the claimed 
invention obvious. As stated above, page 25 clearly disclosed the covalent attachment 
of a biologically active compound to a compound that modifies delivery, function, and 
transport of the biologically active compound. The reference further teaches that 
among those compounds that are use for modifying the delivery, function, and transport 
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of the biologically active compound, includes (inter alia) membrane activity peptides, 
wherein said peptides have been modified such that the membrane active peptides 
become active under acidic conditions (See page 59, lines 10-14). 

7. Contrary to Applicant's assertions, it would have been obvious to the ordinary 
skilled artisan to modify the "C" portion of the A-B-C compounds of Wolff et al. as set 
forth on pages 25 of this reference, with the membrane active compounds of Mathiowitz 
et al. and Haines et al. since these references teach the usefulness of polymers such as 
polyvinylether (Mathiowitz et al.) and paradaxin (Haines et al.) in the transfection of 
nucleic acids into cells. Therefore, it would have been obvious to substitute art 
recognized nucleic acid transfection polymers for the polymers described in Wolff since 
the prior art polymers are disclosed as functionally equivalent to those polymers 
described in Wolff. See MPEP § 2144.06 [R-6].ll., which describes the obviousness of 
substituting equivalents known for the same purpose. 

Claim Rejections - 35 USC §112 

8. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

9. Claims 1, 3-4, and 6-7 are rejected under 35 U.S.C. 112, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

Claim 1 recites the following: 



Application/Control Number: 

10/780,484 

Art Unit: 1633 



Page 5 



K v i t[ i i ]j n It u 1 i (Hi t u i i 

r pi i i i i 1 ii ii i hcIlvsuL* (.visius'sti' i 

a) § fn ir t s i >k<\t i \ x. i' situat than n fc> &tti«K 

hi 'K r 1 v 1 1 ,; N i - vl ■ t • - 'i u til 1 1 I 1 ilil 

c.i h <, ;> ' t 'tii Kit I n i i v ) " v tied 

>t I U 1 fe+M+£«**J i _ 1 I ] I n 1 i i I I 1 I , 

I i <* I < I £ ^ < I \ I ll . I £ 1 

[ 1 t 1 i i I , t H+ lit I 

i > ill 1 i ill - i I ilyamisi 

10. A broad range or limitation together with a narrow range or limitation that falls 
within the broad range or limitation (in the same claim) is considered indefinite, since 
the resulting claim does not clearly set forth the metes and bounds of the patent 
protection desired. See MPEP § 2173.05(c). Note the explanation given by the Board 
of Patent Appeals and Interferences in Ex parte Wu, 10 USPQ2d 2031, 2033 (Bd. Pat. 
App. & Inter. 1989), as to where broad language is followed by "such as" and then 
narrow language. The Board stated that this can render a claim indefinite by raising a 
question or doubt as to whether the feature introduced by such language is (a) merely 
exemplary of the remainder of the claim, and therefore not required, or (b) a required 
feature of the claims. Note also, for example, the decisions of Ex parte Steigewald, 1 31 
USPQ 74 (Bd. App. 1961); Ex parte Halt, 83 USPQ 38 (Bd. App. 1948); and Ex parte 
Hasche, 86 USPQ 481 (Bd. App. 1949). In the present instance, claim 1 recites the 
broad recitation a labile covalent bond, and the claim also recites pH labile covalent 
bonds which is the narrower statement of the range/limitation. 
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Conclusion 

1 1 . Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 



Application/Control Number: Page 7 

10/780,484 

Art Unit: 1633 

12. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Janet L. Epps-Smith whose telephone number is 571- 
272-0757. The examiner can normally be reached on M-F, 10:00 AM through 6:30 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph Woitach can be reached on 571-272-0739. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Janet L. Epps-Smith/ 

Primary Examiner, Art Unit 1633 



